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AB A method is disclosed for determining the susceptibility of a subject to 
infection, which method comprises: (i) providing a sample from said 
subject; (ii) detecting any LL-37 present in said 
sample; (iii) optionally comparing the level of LL-37 

in said sample to a control sample; and (iv) determining the susceptibility of 
said subject to infection, wherein no LL-37 or a low 
level of LL-37 indicates that said subject is 
susceptible to infection. 
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AB Background Antibacterial peptides, such as defersins and LL- 
37, are natural bactericidal components similar in potency to 
classic antibiotics. These peptides are produced at mucosal linings in 
the body and the skin, and by leucocytes such as neutrophils and natural 
killer cells. Patients with morbus Kostmann-a severe congenital 
neutropenia-are treated by recombinant granulocyte-colony stimulating 
factor, which restores their levels of neutrophils. Despite this 
treatment, patients still have recurrent infections and periodontal 
disease. Our aim was to investigate if defensins and LL- 
37 are deficient in patients with morbus Kostmann. Methods We 
studied samples of neutrophils, plasma, and saliva from six patients with 
congenital neutropenia and 22 healthy controls for presence of 
antibacterial peptides. Neutrophils were analysed by high-performance 
liquid chromatography and mass spectrometry for alpha-def ensins . All 
samples were analysed by western blot for cathelin-LL-37 
(precursor of LL-37) and LL-37. 

Neutrophils were also tested for lactoferrin and ability to produce 
oxidative burst. Findings Neutrophils from patients with morbus Kostmann 
were deficient in cathelin-LL-37 and had reduced 
concentrations of alpha-def ensins HNP1-3. No cathelin-LL- 
37 could be detected in plasma and saliva from patients. One 
patient with morbus Kostmann who had had bone-marrow transplantation had 
almost normal concentrations of LL-37. Lactoferrin 

concentrations and oxidative burst were normal in all patients. All 
patients with morbus Kostmann had severe periodontal disease, apart from 
the individual who had had a bone -marrow transplant, whose dental status 
was normal. Interpretation Antibacterial peptides are a vital part of the 
first line of antibacterial immune defence. Deficiency in saliva 
LL-3 7 accords with occurrence of periodontal disease in 
patients with morbus Kostmann. 
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AB A method for determining the susceptibility of a subject to infection, 

which method comprises: (i) providing a sample from said subject; (ii) 
detecting any LL-37 present in said sample; (iii) 
optionally comparing the level of LL-37 in said 

sample to a control sample; and (iv) determining the susceptibility of 
said subject to infection, wherein no LL-37 or a low 
level of LL-37 indicates that said subject is 
susceptible to infection. 
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AB Background Antibacterial peptides, such as defersins and LL- 
3 7 , are natural bactericidal components similar in potency to 
classic antibiotics. These peptides are produced at mucosal linings in 
the body and the skin, and by leucocytes such as neutrophils and natural 
killer cells. Patients with morbus Kostmann-a severe congenital 
neutropenia-are treated by recombinant granulocyte -colony stimulating 
factor, which restores their levels of neutrophils. Despite this 
treatment, patients still have recurrent infections and periodontal 
disease. Our aim was to investigate if defensins and LL- 
37 are deficient in patients with morbus Kostmann. Methods We 
studied samples of neutrophils, plasma, and saliva from six patients with 
congenital neutropenia and 22 healthy controls for presence of 
antibacterial peptides. Neutrophils were analysed by high-performance 
liquid chromatography and mass spectrometry for alpha-def ensins . All 
samples were analysed by western blot for cathelin-LL-37 
(precursor of LL-37) and LL-37. 

Neutrophils were also tested for lactoferrin and ability to produce 
oxidative burst. Findings Neutrophils from patients with morbus Kostmann 
were deficient in cathelin-LL-37 and had reduced 
concentrations of alpha-def ensins HNP1-3. No cathelin-LL- 
37 could be detected in plasma and saliva from patients. One 
patient with morbus Kostmann who had had bone-marrow transplantation had 
almost normal concentrations of LL-37. Lactoferrin 

concentrations and oxidative burst were normal in all patients. All 
patients with morbus Kostmann had severe periodontal disease, apart from 
the individual who had had a bone -marrow transplant, whose dental status 
was normal. Interpretation Antibacterial peptides are a vital part of the 
first line of antibacterial immune defence. Deficiency in saliva 
LL-37 accords with occurrence of periodontal disease in 
patients with morbus Kostmann. 



=> e carlsson goran/au 



El 


8 


CARLSSON 


GOETHE M/AU 


E2 


1 


CARLSSON 


GOETHE MATS/AU 


E3 


82 


--> CARLSSON 


GORAN/AU 


E4 


3 


CARLSSON 


GOSTA/AU 


E5 


12 


CARLSSON 


GOSTA E/AU 


E6 


1 


CARLSSON 


GOTE A/AU 


E7 


1 


CARLSSON 


GOTE ALLAN/AU 


E8 


1 


CARLSSON 


GOTTFR/AU 


E9 


1 


CARLSSON 


GRAFFMAN A C S/AU 


E10 


1 


CARLSSON 


GRAN/AU 


Ell 


22 


CARLSSON 


GRANER U/AU 


E12 


9 


CARLSSON 


GRANER ULLA/AU 



=> s e3 and (LL-37) 

L7 6 "CARLSSON GORAN "/AU AND (LL-37) 



=> dup rem 17 

PROCESSING COMPLETED FOR L7 

L8 3 DUP REM L7 (3 DUPLICATES REMOVED). 

=> d bib ab 1- 

YOU HAVE REQUESTED DATA FROM 3 ANSWERS - CONTINUE? Y/ (N) :y 

L8 ANSWER 1 OF 3 US PAT FULL on STN 
AN 2007:68445 US PAT FULL 

TI Method for determining the susceptibility of a subject to infection 

IN Boman, Hans G. , Stockholm, SWEDEN 

Anders son, Mats, Stockholm, SWEDEN 



Put sep, Katrin, Stockholm, SWEDEN 
Carlsson, Goran, • Stockholm, SWEDEN 
PI ' US 2007059691 Al 20070315 

AI US 2003-530606 Al 20031010 (10) 

WO 2003-EP11240 20031010 

20060221 PCT 371 date 
PRAI GB 2002-23655 20021010 
DT Utility 
FS APPLICATION 

LREP HAMILTON, BROOK, SMITH & REYNOLDS, P.C., 530 VIRGINIA ROAD, P.O. BOX 

9133, CONCORD, MA, 01742-9133, US 
CLMN Number of Claims: 32 
ECL Exemplary Claim: 1 
DRWN 3 Drawing Page ( s ) 
LN.CNT 117 9 

AB A method for determining the susceptibility of a subject to infection, 

which method comprises: (i) providing a sample from said subject; (ii) 
detecting any LL-37 present in said sample; (iii) 
optionally comparing the level of LL-37 in said 

sample to a control sample; and (iv) determining the susceptibility of 
said subject to infection, wherein no LL-37 or a low 
level of LL-37 indicates that said subject is 
susceptible to infection. 
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AB Background: Patients with Kostmann syndrome (severe congenital neutropenia 
[SCN] ) typically normalize their absolute neutrophil count (ANC) upon 
granulocyte colony- stimulating factor (G-CSF) therapy. However, although 
they no longer experience life- threatening bacterial infections, they 
frequently still have recurrent gingivitis and even severe periodontitis, 
often starting in early childhood. Methods : We studied the periodontal 
disease in the four surviving patients belonging to the family originally 
described by 'Kostmann. Their odontological records, x-rays, color photos, 
bacterial cultures, serum antibodies to oral bacteria, and 
histopathological examinations were reviewed. The data were also 
correlated to previous investigations on their antibacterial peptides and 
molecular biology . Results : Three patients had periodontal disease, despite 
normal ANC and professional dental care, and had neutrophils deficient in 
antibacterial peptides. One of these patients also had a heterozygous 
mutation in the neutrophil elastase gene, had severe periodontal disease 
and overgrowth of the periodontal pathogen Actinobacillus 

actinomycetemcomitans in the dental flora, and 15 permanent teeth had been 
extracted by the age of 27. One bone marrow-transplanted patient had no 
periodontal disease . Conclusions : Normalized ANC levels are not sufficient 
to maintain normal oral health in SCN patients, and because neutrophils 
are important for first-line defense and innate immunity, the deficiency 
of the antibacterial peptide LL-37 probably explains 



their chronic periodontal disease. Professional dental care is still 
important for SCN patients, despite treatment with G-CSF and normal ANC 
levels. Whether antibacterial peptides play a role in the pathogenesis of 
periodontitis in other patients remains to be elucidated. 
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treatment, patients still have recurrent infections and periodontal 
disease. Our aim was to investigate if defensins and LL- 
37 are deficient in patients with morbus Kostmann. Methods We 
studied samples of neutrophils , plasma, and saliva from six patients with 
congenital neutropenia and 22 healthy controls for presence of 
antibacterial peptides. Neutrophils were analysed by high-performance 
liquid chromatography and mass spectrometry for alpha-def ensins . All 
samples were analysed by western blot for cathelin-LL-37 
(precursor of LL-37) and LL-37. 

Neutrophils were also tested for la!ctoferrin and ability to produce 
oxidative burst. Findings Neutrophils from patients with morbus Kostmann 
were deficient in cathelin-LL-37 and had reduced 
concentrations of alpha-def ensins HNP1-3. No cathelin-LL- 
37 could be detected in plasma and saliva from patients. One 
patient with morbus Kostmann who had had bone-marrow transplantation had 
almost normal concentrations of LL-37. Lactoferrin 

concentrations and oxidative burst were normal in all patients. All 
patients with morbus Kostmann had severe periodontal disease, apart from 
the individual who had had a bone-marrow transplant, whose dental status 
was normal . Interpretation Antibacterial peptides are a vital part of the 
first line of antibacterial immune defence. Deficiency in saliva 
LL-37 accords with occurrence of periodontal disease in 
patients with morbus Kostmann. 
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TI Susceptibility of furunculosis -derived staphylococcus aureus to 

LL-37 and antibiotics. 
AU Baranska-Rybak, W. [Reprint Author]; Sonesson, A.; Nowicki, R.; 

Schmidtchen/ A. 
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TI Immunomodulatory properties of defensins and cathelicidins . 

AU Bowdish, D. M. E.; Davidson, D. J.; Hancock, R. E. W. [Reprint Author] 
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AB Host defence peptides are a conserved component of the innate immune 

response in all complex life forms. In humans, the major classes of host 

defence peptides include the alpha- and beta-def ensins and the 

cathelicidin, hCAP-18/LL-37 . These peptides are 

expressed in the granules of neutrophils and by a wide variety of tissue 
types. They have many roles in the immune response including both 
indirect and direct antimicrobial activity, the ability to act as 
chemokines as well as induce chemokine production leading to recruitment 
of leukocytes to the site of infection, the promotion of wound 
healing and an ability to modulate adaptive immunity. It appears that 
many of these properties are mediated though direct interaction of 
peptides with the cells of the innate immune response including monocytes, 
dendritic cells, T cells and epithelial cells. The importance of these 
peptides in immune responses has been demonstrated since animals defective 
in the expression of certain host defence peptides show greater 
susceptibility to bacterial infections. In the very few 

instances in which human patients have been demonstrated to have defective 
host defence peptide expression, these individuals suffer from frequent 
infections. Although studies of the immunomodulatory properties 



of these peptides are in their infancy, there is a growing body of 
evidence suggesting that the immunomodulatory properties of these small, 
naturally occurring molecules might be harnessed for development as novel 
therapeutic agents. 
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TI The antimicrobial peptide cathelicidin protects the urinary tract against 

invasive bacterial infection. 
AU Chromek, Milan; Slamova, Zuzana; Bergman, Peter; Kovacs, Laszlo; Podracka, 

L'udmila; Ehren, Ingrid; Hokfelt, Tomas ; Gudmundsson, Gudmundur H. ; Gallo, 

Richard L. ; Agerberth, Birgitta; Brauner, Annelie [Reprint Author] 
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AB The urinary tract functions in close proximity to the outside environment, 
yet must remain free of microbial colonization to avoid disease. The 
mechanisms for establishing an antimicrobial barrier in this area are not 
completely understood. Here, we describe the production and function of 
the cathelicidin antimicrobial peptides LL-37, its 

precursor hCAP- 18 and its ortholog CRAMP in epithelial cells of human and 
mouse urinary tract, respectively. Bacterial contact with epithelial 
cells resulted in rapid production and secretion of the respective 
peptides, and in humans LL-37/hCAP-18 was released 

into urine. Epithelium-derived cathelicidin substantially contributed to 

the protection of the urinary tract against infection, as shown 

using CRAMP -deficient and neutrophil -depleted mice. In addition, clinical 

E. coli strains that were more resistant to LL-37 

caused more severe urinary tract infections than did 

susceptible strains. Thus, cathelicidin seems to be a key factor 

in mucosal immunity of the urinary tract. 

L12 ANSWER 4 OF 84 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
AN 2006:413151 BIOSIS 
DN PREV2006004 17245 

TI Cathelicidin deficiency predisposes to eczema herpeticum. 
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AB Background: The cathelicidin family of antimicrobial peptides is an 

integral component of the innate immune response that exhibits activity 
against bacterial, fungal, and viral pathogens. Eczema herpeticum (ADEH) 
develops in a subset of patients with atopic dermatitis (AD) because of 
disseminated infection with herpes simplex virus 
(HSV) .Objective: This study investigated the potential role of 
cathelicidins in host susceptibility to HSV infection 

.Methods: Glycoprotein D was measured by means of real-time RT-PCR as a 



marker of HSV replication in skin biopsy specimens and human keratinocyte 
cultures. Cathelicidin expression was evaluated in skin biopsy specimens 
from patients with AD (n = 10) without a history of HSV skin 
infection and from patients with ADEH (n = 10) .Results: The 
cathelicidin peptide LL-37 (human cathelicidin) 

exhibited activity against HSV in an antiviral assay,, with significant 
killing (P <.001) within the physiologic range. The importance of 
cathelicidins in antiviral skin host defense was confirmed by the 
observation of higher levels of HSV-2 replication in cathelicidin- 
deficient (Cnlp(-/-)) mouse skin (2.6 +/- 0.5 pg HSV/pg GAPDH, P <.05) 
compared with that seen in skin from their wild- type counterparts (0.9 +/- 
0.3). Skin from patients with ADEH exhibited significantly (P <.05) lower 
levels of cathelicidin protein expression than skin from patients with AD. 
We also found a significant inverse correlation between cathelicidin 
expression and serum IgE levels (r(2) = 0.46, P <.05) in patients with AD 
and patients with ADEH. Conclusion : This study demonstrates that the 
cathelicidin peptide LL-37 possesses antiviral 

activity against HSV and demonstrates the importance of variable skin 

expression of cathelicidins in controlling susceptibility to 

ADEH. Additionally, serum IgE levels might be a surrogate marker for 

innate immune function and serve as a biomarker for which patients with AD 

are susceptible to ADEH. Clinical implications: A deficiency of 

LL-37 might render patients with AD susceptible 

to ADEH . Therefore increasing production of skin LL-37 

might prevent herpes infection in patients with AD. 
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TI The mammalian ionic environment dictates microbial susceptibility 

to antimicrobial defense peptides. 
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AB Antimicrobial peptides (AMPs) have been shown in animal and human systems 
to be effective natural antibiotics. However, it is unclear how they 
convey protection; they often appear inactive when assayed under culture 
conditions applied to synthetic antibiotics. This inactivation has been 
associated with loss of function in physiological concentrations of NaCl 
or serum. In this study we show that the balance of host ionic conditions 
dictate microbial sensitivity to AMPs. Carbonate is identified as the 
critical ionic factor present in mammalian tissues that imparts the 
ability of AMPs such as cathelicidins and defensins to kill at 
physiological NaCl concentrations. After adapting to carbonate -containing 
solutions, global changes occur in Staphylococcus aureus and Escherichia 
coli structure and gene expression despite no change in growth rate. Our 
findings show that changes in cell wall thickness and Sigma factor B 
expression correspond to the increased susceptibility to the AMP 
LL-37. These observations provide new insight into the 

factors involved in enabling function of innate immune effector molecules, 
and suggest that discovery of new antimicrobials should specifically 
target pathogens as they exist in the host and not the distinctly 
different phenotype of bacteria grown in culture broth. -Dorschner , R. A., 
Lopez-Garcia, B., Peschel, A., Kraus, D., Morikawa, K. , Nizet, V., Gallo, 
R. L. The mammalian ionic environment dictates microbial 
susceptibility to antimicrobial defense peptides. 
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(AD) patients. 
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TI Expression and modulation of LL-37 in normal human 

keratinocytes, HaCaT cells, and inflammatory skin diseases. 
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AB Defensins and cathelicidins (LL-37) are major 

antimicrobial peptides (AMPs) of the innate immune system of the human 

skin. In normal non-inflamed skin these peptides are negligible, but 

their expression can be markedly increased in inflammatory skin disease 

such as psoriasis. We designed this study to identify the expressions of 

LL-37 in normal human keratinocyte (NHK) and HaCaT cells 

after exposure to stimulants and to investigate difference of LL 

-37 expression accompanied with cell differentiation status, and 

come to understand difference of susceptibility to 

infection in atopic dermatitis and psoriasis. Expressions of 

LL-37 in NHKs and HaCaT cells were evaluated by using 

RT-PCR, Western blotting, and immunohistochemical (IHC) staining at 6, 12, 
and 24 hr post stimulation after exposure to Ultraviolet B irradiation and 
lipopolysaccharide . And expression of LL-37 in skin 

biopsy specimens from patients with atopic dermatitis and psoriasis was 
determined by immunohistochemical analysis. In time -sequential analyses 
of LL-37 expression revealed that LL- 
37 was expressed in NHKs, but not in HaCaT cells. IHC analysis 
confirmed the presence of abundant LL-37 in the 

epidermis of psoriasis. Therefore we deduced that expression of 
LL-37 is affected by UV irradiation, bacterial 
infection, and status of cell differentiation. 
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AB Cationic antimicrobial peptides (CAMPs) are important components of the 
innate host defense system against microbial infections and 
microbial products. However, the human pathogen Neisseria meningitidis is 
intrinsically highly resistant to CAMPs, such as polymyxin B (PxB) (MIC >= 
512 mu g/ml) . To ascertain the mechanisms by which meningococci resist 
PxB, mutants that displayed increased sensitivity (>= 4 -fold) to PxB were 
identified from a library of mariner transposon mutants generated in a 
meningococcal strain, NMB. Surprisingly, more than half of. the initial 
PxB-sensitive mutants had insertions within the mtrCDE operon, which 
encodes proteins forming a multidrug efflux pump. Additional 
PxB-sensitive mariner mutants were identified from a second round of 
transposon mutagenesis performed in an mtr efflux pump-deficient 
background. Further, a mutation in lptA, the phosphoethanolamine (PEA) 
transferase responsible for modification of the lipid A head groups, was 
identified to cause the highest sensitivity to PxB. Mutations within the • 
mtrD or lptA genes also increased meningococcal susceptibility 
to two structurally unrelated CAMPs, human LL-37 and 
protegrin-1. Consistently, PxB neutralized inflammatory responses 
elicited by the lptA mutant lipooligosaccharide more efficiently than 
those induced by wild-type lipooligosaccharide. mariner mutants with 
increased resistance to PxB were also identified in NMB background and 
found to contain insertions within the pilMNOPQ operon involved in pilin 
biogenesis. Taken together, these data indicated that meningococci 
utilize multiple mechanisms including the action of the MtrC-MtrD-MtrE 
efflux pump and lipid A modification as well as the type IV pilin 
secretion system to modulate levels of CAMP resistance. The modification 
of meningococcal lipid A head groups with PEA also prevents neutralization 
of the biological effects of endotoxin by CAMP. 

L12 ANSWER 9 OF 84 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
AN 2005:319348 BIOSIS 
DN PREV2 005 10114743 

TI Skin microenvironment dictates susceptibility of bacteria to 
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TI Marked reduction of LL-37/hCAP-18 , an antimicrobial 
peptide, in patients with acute myeloid leukemia. 
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Ke-Fu [Reprint Author] 
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AB We detected LL-37/hCAP-18 expression in the peripheral 

blood smears of 50 healthy donors and 143 patients with various 

hematological diseases. Compared with that in the healthy donors. 

expression of the protein in the neutrophils was significantly lower in 

patients with acute myeloid leukemia (AML) , especially those with 

infection, but no significant difference was detected in messenger 

RNA level. We did not detect increased LL-37/hCAP-18 

protein expression in U937 cells treated with lipopolysaccharide or 

Staphylococcus aureus Cowan strain. Furthermore, LL-37 

/hCAP-18 protein production was not restored in differentiated myeloid 

cell lines NB4 or HL-60 induced by all-trans retinoic acid. LL- 

37/hCAP-18 has been; shown to play, a role in host defense, and its 

deficiency in AML may be one of the explanations for 

susceptibility to infection among, these patients. 

Copyright 2005 The Japanese Society of Hematology. 
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AB Immaturity of innate immunity contributes to the increased 
susceptibility of human neonates to infection. The lung 
is a major portal of entry for potential pathogens in the neonate, and 
human beta-def ensins (HBDs) and LL-37 participate in 
pulmonary innate immunity. We hypothesized that these antimicrobial 
factors would be developmental ly regulated, expressed by neonatal 
pulmonary tissues, and participate in neonatal, innate immunity. We found 
HBD-2 to be the predominant beta-def ensin in human neonatal lung. HBD-2 
mRNA expression was developmentally regulated, induced by the 
proinflammatory factor, IL-lbeta, and decreased by dexamethasone. 
Additionally, HBD-2 abundance in neonatal tracheal aspirates increased as 
a function of gestational age. HBD-1 had a lower level of expression 
compared with HBD-2 and was induced by dexamethasone. HBD-3 and 
LL-37 messages were not detected in airway epithelial 

cultures. Additionally, each antimicrobial peptide exhibited a unique 
spectrum of antimicrobial activity and salt sensitivity against bacteria' 
commonly causing sepsis in the neonate. Lower levels of HBD-2 may be one 
factor contributing to the increased susceptibility of premature 
infants to pulmonary infections. 
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AB Cathelicidin LL-37 is one of the few human 

bactericidal peptides with potent antistaphylococcal activity. In this 

study we examined the susceptibility of LL-37 

to proteolytic degradation by two major proteinases produced by 
Staphylococcus aureus, a metalloproteinase (aureolysin) and a 
glutamylendopeptidase (V8 protease) . We found that aureolysin cleaved and 
inactivated LL-3 7 in a time- and concentration- 
dependent manner. Analysis of the generated fragments by mass 
spectroscopy revealed that the initial cleavage of LL-37 
by aureolysin occurred between the Argl9-Ile20, Arg23-Ile24, and 
Leu31-Val32 peptide bonds, instantly annihilating the antibacterial 
activity of LL-37. In contrast, the V8 proteinase 

hydrolyzed efficiently only the Glul6-Phel7 peptide bond, rendering the 
C- terminal fragment refractory to further degradation. This fragment 
(termed LL-17-37) displayed antibacterial activity against S. aureus at a 
molar level similar to that of the full-length LL-37 
peptide, indicating that the antibacterial activity of LL- 
37 resides in the C- terminal region. In keeping with LL 
-37 degradation by aureolysin, S. aureus strains that produce 
significant amounts of this metalloprotease were found to be less 
susceptible to LL-17-37 than strains expressing no aureolysin 
activity. Taken together, these data suggest that aureolysin production 
by S. aureus contributes to the resistance of this pathogen to the innate 
immune system of humans mediated by LL-37. 
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AB Possible bioterrorism with smallpox has led to the resumption of smallpox 
(vaccinia virus) immunization. One complication, eczema vaccinatum, 
occurs primarily in patients with atopic dermatitis (AD) . Skin lesions of 
patients with AD, but not psoriasis, is deficient in the cathelicidin 
antimicrobial peptide (LL-37) and human 

beta-def ensin-2 (HBD-2) . We hypothesized that this defect may explain the 
susceptibility of patients with AD to eczema vaccinatum. The 
Wyeth vaccine strain of vaccinia virus was incubated with varying 
concentrations of human (LL-37) and murine (CRAMP) 

cathelicidins, human alpha-def ensin (HBD-1, HBD-2), and a control peptide. 
Outcomes included quantification of viral PFU, vaccinia viral gene 
expression by quantitative real-time RT-PCR, and changes in virion 
structure by transmission electron microscopy. CRAMP knockout mice and 
control animals were inoculated by skin pricks with 2X105 PFU of vaccinia 
and examined daily for pox development. Physiologic amounts of human and 
murine cathelicidins (10-50 muM) , but not human defensins, which had 
antibacterial activity, resulted in the in vitro reduction of vaccinia 
viral plaque formation (p<0.0001), vaccinia mRNA expression (p<0.001), and 
alteration of vaccinia virion structure. In vivo vaccinia pox formation 
occurred in four of six CRAMP knockout animals and in only one of 15 
control mice (p<0.01). These data support a role for cathelicidins in the 
inhibition of orthopox virus (vaccinia) replication both in vitro and in 
vivo. Susceptibility of patients with AD to eczema vaccinatum 
may be due to a deficiency of cathelicidin. 
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AB The skin commensal and opportunistic pathogen Staphylococcus epidermidis 

is the leading cause of nosocomial and biof ilm-associated 

infections. Little is known about the mechanisms by which S. 

epidermidis protects itself against the innate human immune system during 

colonization and infection. We used scanning electron 

microscopy to demonstrate that the exopolysaccharide intercellular adhesin 
(PIA) resides in fibrous strands on the bacterial cell surface, and that 
lack of PIA production results in complete loss of the extracellular 
matrix material that has been suggested to mediate immune evasion. 
Phagocytosis and killing by human polymorphonuclear leucocytes was 
significantly increased in a mutant strain lacking PIA production compared 
with the wild-type strain. The mutant strain was also significantly more 
susceptible to killing by major antibacterial peptides of human 
skin, cationic human beta-def ensin 3 and LL-37, and 
anionic dermcidin. PIA represents the first defined factor of the 
staphylococcal biofilm matrix that protects against major components of 
human innate host defence. 
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TI Cationic antimicrobial peptides activate a two-component regulatory 
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AB The two-component regulatory system PhoP-PhoQ of Pseudomonas aeruginosa ' 
regulates resistance to cationic antimicrobial peptides, polymyxin B and 
aminoglycosides in response to low Mg2+ conditions. We have identified a 
second two-component regulatory system, PmrA-PmrB, that regulates 
resistance to polymyxin B and cationic antimicrobial peptides. This 
system responds to limiting Mg2+, and is affected by a phoQ, but not a 
phoP mutation. Inactivation of the pmrB sensor kinase and pmrA response 
regulator greatly decreased the expression of the operon encoding 
pmrA-pmrB while expression of the response regulator pmrA in trans 
resulted in increased activation suggesting that the pmrA-pmrB operon is 
autoregulated. Interposon mutants in pmrB, pmrA, or in an intergenic 
region upstream of pmrA-pmrB exhibited two to 16 -fold increased 
susceptibility to polymyxin B and cationic antimicrobial peptides, 
The pmrA-pmrB operon was also found to be activated by a number of 
cationic peptides including polymyxins B and E, cattle indolicidin and 
synthetic variants as well as LL-37, a component of 

human innate immunity, whereas peptides with the lowest minimum inhibitory 
concentrations tended to be the weakest inducers. Additionally, we showed 
that the putative LPS modification operon, PA3552 -PA3559 , was also induced 
by cationic peptides, but its expression was only partially dependent on 
the PmrA-PmrB system. The discovery that the PmrA-PmrB two-component 
system regulates resistance to cationic peptides and that both it and the 
putative LPS modification system are induced by cationic antimicrobial 
peptides has major implications for the development of these antibiotics 
as a therapy for P. aeruginosa infections. 



L12 ANSWER 17 OF 84 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on 
STN 

AN 2003:389472 BIOSIS 
DN PREV200300389472 

TI Expression of LL-37/hCAP-18 gene in human leukemia 
cells . 

AU Yang, Ying-Hua; Zheng, Guo-Guang; Li, Ge; Zhang, Bin; Song, Yu-Hua; Wu, 

Ke-Fu [Reprint Author] 
CS National Laboratory of Experimental Hematology, Institute of Hematology 

and Blood Diseases Hospital, Chinese Academy of Medical Sciences and 

Peking Union Medical College, 288 Nanjing Road, Tianjin, 300020, China 

kf wuOpublic . tpt .tj.cn 
SO Leukemia Research, (October 2003) Vol. 27, No. 10, pp. 947-950. print. 

ISSN: 0145-2126 (ISSN print) . 
DT Article 
LA English 

ED Entered STN: 2 0 Aug 2003 

Last Updated on STN: 20 Aug 2003 
AB LL-37/hCAP-18 is an important part of host defense. 

Several diseases in human are characterized by impairment in the function 

of LL-37/hCAP-18 peptide. We examined the expression 

of LL-37/hCAP-18 in a panel of hematopoietic cell 

lines representing multiple cell lineages. LL-37 

/hCAP-18 expression at mRNA level was detected and varied among six of 
nine cell lines. The level of Raji cells was about eight folds higher 
than that of Ramos cells. However, only two cell lines, J6-1 and.U937, 
expressed protein products. We also investigated LL-37 
/hCAP-18 protein in nine leukemia and three idiopathic thrombocytopenic 
purpura (ITP) patients via immunocytochemical staining. The rate of 
LL-37/hCAP-18 positive cells ranged from 60 (ITP) to 

0.5% (M5) . These data suggested that the low translation efficiency of 

LL-37/hCAP-18 expresses in some leukemia cells might be 

one of the reasons that leukemia patients were susceptible to 

infection. 
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antimicrobial peptides: Innate immunity during development of the adaptive 
response. 
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AB The expression of antimicrobial peptides and proteins is an important 
innate immune defense mechanism that has recently been shown to be 
essential for cutaneous defense against invasive bacterial disease. 
Newborns have an immature cellular immune defense system that leads to 
increased susceptibility to infections. Here we show 
that skin from embryonic and newborn mice, as well as human newborn 
foreskin, express antimicrobial peptides of the cathelicidin and 
beta-def ensin gene families. Immunohistochemistry and in situ 
hybridization demonstrated abundant cathelicidin protein and mRNA is 
present in normal skin during the perinatal period. Quantitative 
real-time PCR showed mouse cathelicidin expression (CRAMP) is 10- to 
100-fold greater in the perinatal period than adult. Murine 



beta-def ensins-1 and -4 and human beta-def ensin-2 were also present in 
newborn skin. Combined, human cathelicidin (LL-37 

/hCAP/18) and beta-def ensin-2 demonstrated synergistic antimicrobial 
activity and efficiently killed group B Streptococcus, an important 
neonatal pathogen. Antimicrobial peptides may therefore provide a 
compensatory innate defense mechanism during development of cellular 
immune response mechanisms in the newborn period. 
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AB Background: The innate immune system of human skin contains antimicrobial 

peptides known as cathe-licidins (LL-37) and 

beta-def ensins . In normal skin these peptides are negligible, but they 
accumulate in skin affected by inflammatory diseases such as psoriasis. 
We compared the levels of expression of LL-37 and 

human beta-def ensin 2 (HBD-2) in inflamed skin from patients with atopic 
dermatitis and from those with psoriasis. Methods: The expression of 
LL-37 and HBD-2 protein in skin-biopsy specimens from 
patients with psoriasis, patients with atopic dermatitis, and normal 
subjects was determined by immunohistochemical analysis. The amount of 
antimicrobial peptides in extracts of skin samples was also analyzed by 
immunodot blot analysis (for LL-37) and Western blot 

analysis (for HBD-2) . Quantitative, real-time reverse- transcriptase- 
polymerase-chain-reaction (RT-PCR) assays were used to confirm the 
relative expression of HBD-2 and LL-37 messenger RNA 

(mRNA) in the skin-biopsy specimens. These peptides were also tested for 
antimicrobial activity against Staphylococcus aureus with the use of a 
colony- forming assay. Results: Immunohistochemical analysis confirmed the 
presence of abundant LL-37 and HBD-2 in the 

superficial epidermis of all patients with psoriasis. In comparison, 
immunostaining for these peptides was significantly decreased in acute and 
chronic lesions from patients with atopic dermatitis (P=0.006 and P=0.03, 
respectively) . These results were confirmed by immunodot blot and Western 
blot analyses. Real-time RT-PCR showed significantly lower expression of 
HBD-2 mRNA and LL-37 mRNA in atopic lesions than in 

psoriatic lesions (P=0.009 and P=0.02, respectively). The combination of 
LL-37 and HBD-2 showed synergistic antimicrobial 

activity by effectively killing S. aureus. Conclusions: A deficiency in 
the expression of antimicrobial peptides may account for the 
susceptibility of patients with atopic dermatitis to skin 
infection with S. aureus. 
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AB The killing of Borrelia burgdorferi by intact human polymorphonuclear 

leukocytes (PMNL) and by individual PMNL components was compared. Intact 

PMNL killed B. burgdorferi 6. 5- fold more efficiently and 5 -fold more 

completely when spirochetes were opsonized with specific antibodies. 

U-cytoplasts, which have activatable oxidase, killed opsonized B. 

burgdorferi with an efficiency similar to that of intact PMNL in killing 

unopsonized B. burgdorferi. Although B. burgdorferi were 

susceptible to H202 and nitric oxide, PMNL lysates killed B. 

burgdorferi nearly as well as intact PMNL killed opsonized B. burgdorferi, 

suggesting a critical role for granule contents. B. burgdorferi were 

killed by the PMNL antimicrobial components elastase, LL- 

37, bactericidal/permeability-increasing protein, and human 

neutrophil peptide-1. B. burgdorferi had limited susceptibility 

to killing by lysozyme and were not killed by azurocidin, proteinase 3, or 

lactoferrin. The efficient killing of B. burgdorferi by a variety of PMNL 

mechanisms highlights the paradoxical persistence of spirochetes in vivo. 
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urogenital microflora. 
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AB Two mammalian antimicrobial peptides, FA-LL-37 and 

cecropin Pl # were tested for activity against six uropathogens and five 
Lactobacillus strains by broth microdilution assay. Both peptides 
inhibited Escherichia coli at 25 muM (FA-LL-39) , and 1.56 muM (cecropin 
PI) , Pseudomonas aeruginosa (12.5 muM, and 25 muM) , and Klebsiella 
pneumoniae, (50 muM, and 1.56 muM) , but not Enterococcus faecalis and 
Staphylococcus epidermidis. FA-LL-37 acted 

bacteriocidally against E. coli and bacteriostatically against the other 
two Gram-negative organisms. Cecropin PI was bacteriocidal to all 
susceptible bacteria. Lactobacilli were resistant to both 
peptides, with the exception of poultry isolate Lactobacillus fermentum 
B-54, which was susceptible to FA-LL-37 at 

100 muM. The differential activities of these peptides toward 
Gram-negative uropathogens versus urogenital lactobacilli demonstrate 
their potential as a topical treatment for urinary tract 
infections. In addition, production of such peptides in vivo 
could be a natural mechanism to aid in the maintenance of the 
lactobacilli-dominated urogenital flora at the expense of pathogens. 
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AB Human neutrophils contain two structurally distinct types of antimicrobial 

peptides, beta-sheet defensins (HNP-1 to HNP-4) and the alpha-helical 

peptide LL-37. We used radial diffusion assays and an 

improved National Committee for Clinical Laboratory Standards -type broth 
microdilution assay to compare the antimicrobial properties of LL 
-37, HNP-1, and protegrin (PG-1) . Although generally less 
potent than PG-1, LL-3 7 showed considerable activity 

(MIC, <10 mug/ml) against Pseudomonas aeruginosa, Salmonella typhimurium, 
Escherichia coli, Listeria monocytogenes, Staphylococcus epidermidis, 
Staphylococcus aureus, and vancomycin-resistant enterococci, even in media 
that contained 100 mM NaCl . Certain organisms (methicillin-resistant S. 
aureus, Proteus mirabilis, and Candida albicans) were resistant to 
LL-3 7 in media that contained 100 mM NaCl but were 
susceptible in low-salt media. Burkholderia cepacia was resistant 
to LL-37, PG-1, and HNP-1 in low- or high- salt media. 
LL-37 caused outer and inner membrane permeabilization 
of E. coli ML-35p. Chromogenic Limulus assays revealed that LL- 
37 bound to E. coli 0111 :B4 lipopolysaccharide (LPS) with a high 
affinity and that this binding showed positive cooperativity (Hill 
coefficient = 2.02). Circular dichroism spectrometry disclosed that 
LL-3 7 underwent conformational change in the presence of 

lipid A, transitioning from a random coil to an et-helical structure. The 
broad- spectrum antimicrobial properties of LL-37, its 

presence in neutrophils, and its inducibility in keratinocytes all suggest 
that this peptide and its precursor (hCAP-18) may protect skin and other 
tissues from bacterial intrusions and LPS-induced toxicity. The potent 
activity of LL-3 7 against P. aeruginosa, including 

mucoid and antibiotic-resistant strains, suggests that it or related 
molecules might have utility as topical bronchopulmonary microbicides in 
cystic fibrosis. 
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AB We have previously described the antibacterial capacity of protegrin- 1 

(PG-1), a cysteine-rich, cationic peptide from porcine leukocytes, against 



Neisseria gonorrhoeae. We now report genetic and biochemical evidence 
that gonococcal susceptibility to the lethal action of PG-1 and 
other structurally unrelated antibacterial peptides, including a peptide ( 
LL-37) that is expressed constitutively by human 

granulocytes and testis and inducibly by keratinocytes , is modulated by an 
energy- dependent efflux system termed mtr. These results indicate that 
such efflux systems may enable mucosal pathogens like gonococci to resist 
endogenous antimicrobial peptides that are thought to act during 
infection. 
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AB Cathelicidins have broad ant i -microbial capacity and are important for 
host defense against skin infections by some bacterial and viral 
pathogens. This study investigated the activity of cathelicidins against 
Candida albicans. The human cathelicidin LL-37, and 
mouse cathelicidin mCRAMP, killed C. albicans, but this fungicidal 
activity was dependent on culture conditions. Evaluation of the fungal 
membrane by fluorescent dye penetration after incubation with 
cathelicidins correlated membrane permeabilization and inhibition of 
fungal growth. Anti- fungal assays carried out in an ionic environment that 
mimicked human sweat and with the processed forms of cathelicidin such as 
are present in sweat found that the cleavage of LL-37 

to forms such as RK-31 conferred additional activity against C. albicans. 
C. albicans also induced an increase in the expression of cathelicidin in 
mouse skin, but this induction did not confer systemic or subcutaneous 
resistance as mCRAMP-def icient mice were not more susceptible to 
C. albicans in blood-killing assays or in an intradermal infection 
model. Therefore, cathelicidins appear active against C. albicans, but may 
be most effective as a superficial barrier to infection. 
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AB This book presents significant recent advances on mammalian antimicrobial 
peptides. The 13 chapters contain an overview of antimicrobial peptides, 
the role of cationic . antimicrobial peptides in the regulation of commensal 
and pathogenic microbial populations, multiple functions of antimicrobial 
peptides in host immunity, therapeutic potential and applications of 
innate immunity peptides, mammalian [beta] -defensins in mucosal defence, 
biology and expression of the human cathelicidin LL-37 

, antimicrobial peptides of the alimentary tract of mammals, antimicrobial 
peptides which suppress microbial infections and sepsis in 
animal models, the influence of bacterial structure and physiology on the 
susceptibility to cationic antimicrobial peptides, the antifungal 
mechanisms of antimicrobial peptides, antimicrobial peptides from 
platelets in defence against cardiovascular infections, 

mechanisms of bacterial resistance to antimicrobial peptides and the roles 
of antimicrobial peptides in pulmonary defence. 
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to antimicrobial peptides 
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AB Evasion of host immune defenses is critical for the progression of invasive 
infections caused by the leading neonatal pathogen, group B 
streptococcus (GBS) . Upon characterizing the factors required for 
virulence in a neonatal rat sepsis model, the authors found that a 
surface-associated penicillin-binding protein (PBPla) , encoded by ponA, 
played an essential role in resistance of GBS to phagocytic clearance. To 
elucidate how PBPla promotes resistance to innate immunity, the authors 
compared the susceptibility of wild-type GBS and an isogenic 
ponA mutant to the bactericidal components of human neutrophils. The 
isogenic strains were found to be equally capable of blocking complement 
activation on the bacterial surface and equally associated with phagocytes 
and susceptible to oxidative killing. In contrast, the ponA 
mutant was significantly more susceptible to killing by cationic 
antimicrobial peptides (AMPs) of the cathelicidin and defensin families, 
which are now recognized as integral components of innate host defense 
against invasive bacterial infection. These observations may 
help explain the sensitivity to phagocytic killing and attenuated 
virulence of the ponA mutant. This novel function for PBPla in promoting 
resistance of GBS to AMP did not involve an alteration in bacterial 
surface charge or peptidoglycan crosslinking. While the peptidoglycan 
polymerization and crosslinking activity of PBPs are essential for bacterial 
survival, the authors' study is the first to identify a role for a PBP in 
resistance to host AMPs. 
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Peptides and Human Disease) , 27-66 

CODEN: CTMIA3; ISSN: 0070-217X 
PB Springer GmbH 
DT Journal; General Review 
LA English 

AB A review. Host defense peptides are a conserved component of the innate 
immune response in all complex life forms. In humans, the major classes 
of host defense peptides include the a- and p-defensins and the 
cathelicidin, hCAP-18/LL-37 . These peptides are 

expressed in the granules of neutrophils and by a wide variety of tissue 
types. They have many roles in the immune response including both 
indirect and direct antimicrobial activity, the ability to act as 
chemokines as well as induce chemokine production leading to recruitment of 
leukocytes to the site of infection, the promotion of wound 
healing and an ability to modulate adaptive immunity. It appears that 
many of these properties are mediated though direct interaction of 
peptides with the cells of the innate immune response including monocytes, 
dendritic cells, T cells and epithelial cells. The importance of these 
peptides in immune responses has been demonstrated since animals defective 
in the expression of certain host defense peptides show greater 
susceptibility to bacterial infections. In the very few 

instances in which human patients have been demonstrated to have defective 
host defense peptide expression, these individuals suffer from frequent 
infections. Although studies of the immunomodulatory properties 
of these peptides are in their infancy, there is a growing body of 
evidence suggesting that the immunomodulatory properties of these small, 
naturally occurring mols. might be harnessed for development as novel 
therapeutic agents. 
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AB The disclosure provides methods and compns . useful in the treatment of 
dermatitis and viral infections, and for determining predisposition to 
dermatitis. It was demonstrated by inventors that susceptibility 
of patients with atopic dermatitis (AD) to eczema vaccinatum may be due to 
a deficiency of cathelicidin. It was shown that physiol. amts. of human ( 
LL-37) and murine (CRAMP) cathelicidins , but not human 
defensins, which had antibacterial activity, resulted in the in vitro 
reduction of vaccinia viral plaque formation, vaccinia mRNA expression, and 
alteration of vaccinia virion structure. The therapeutic compns. of 
invention comprise cationic peptides of the cathelicidin family including 
LL-37, CRAMP related homologs, and variants thereof. 
The disclosure further provides a LL-37 or CRAMP 
knock-out transgenic animal having increased susceptibility to 
viral infections of the skin, and useful for drug screening. 
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AB A method is disclosed for determining the susceptibility of a subject 
to infection, which method comprises: (i) providing a sample 
from said subject; (ii) detecting any LL-37 present in 
said sample; (iii) optionally comparing the level of LL- 
37 in said sample to a control sample; and (iv) determining the 
susceptibility of said subject to infection, wherein no 
LL-37 or a low level of LL-37 

indicates that said subject is susceptible to infection 
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AB Objective: To determine whether the antibacterial properties of cultured 
composite keratinocyte grafts can be enhanced by cytokines that stimulate 
the innate immune response. Summary Background Data: Use of composite 
grafts of cultured keratinocytes has been limited because of their 
susceptibility to burn wound microorganisms as a result of their 
lack of a vasculature and immune cells when transplanted. Moreover, use 
of topical antimicrobial agents is limited with these composite grafts 
because of cytotoxic effects. Keratinocytes, like all epithelial cells in 
the body, maintain a natural defense mechanism called the innate immune 
system. Some components of this system can be induced by cytokines. 
Methods: The innate immune response of cultured composite keratinocyte 
grafts treated with various cytokines was assessed indirectly by measuring 
the levels of mRNA encoding antimicrobial peptides (human beta defensin-1 
and -2, LL-37, and antileukoprotease) and 

antimicrobial proteins (lysozyme, bactericidal /permeability- inducing 
protein, and phospholipase A2) by reverse transcription-polymerase chain 
reaction and directly by measuring the ability of keratinocytes to inhibit 
the growth of added bacteria (Escherichia coli, Pseudomonas aeruginosa, 
and Staphylococcus aureus). Results: Treatment with interluekin-la 
increased mRNA levels of antimicrobial peptides in keratinocytes on 
plastic dishes and in composite grafts. Interleukin-6 increased mRNA 
levels of antimicrobial proteins in composite grafts only. When added to 
composite grafts, both cytokines increased antibacterial activity against 
E. coli, P. aeruginosa, and S. aureus. Moreover, inter leukin- la and 
interleukin-6 did not impair the formation of a differentiated epidermis 
in vitro or after transplantation of the composite grafts. Conclusions: 
Treatment with interleukin-lct or interleukin-6 of cultured composite 
keratinocyte grafts stimulates the innate immune response of 
keratinocytes, enhances the antibacterial properties of these grafts, and 
may better prepare them to combat infections in contaminated 
burn wounds . 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Antimicrobial peptides are present in most living species and 

constitute important effector molecules of innate immunity. Recently, we 
and others have detected antimicrobial peptides in the brain. This is an 
organ that is rarely infected, which has mainly been ascribed to the 
protective functions of the blood-brain barrier (BBB) and meninges. Since 
the bactericidal properties of the BBB and meninges are not known, we 
hypothesized that antimicrobial peptides could play a role in these 
barriers. We addressed this hypothesis by infecting mice with the 
neuropathogenic bacterium Neisseria meningitidis. Brains were analyzed 
for expression of the antimicrobial peptide CRAMP by immunohistochemistry 
in combination with confocal microscopy. After infection, we 
observed induction of CRAMP in endothelial cells of the BBB and in cells 
of the meninges. To explore the functional role of CRAMP in meningococcal 
disease, we infected mice deficient of the CRAMP gene. Even though CRAMP 
did not appear to protect the brain from invasion of meningococci, CRAMP 
knockout mice were more susceptible to meningococcal 
infection than wild-type mice and exhibited increased 

meningococcal growth in blood, liver, and spleen. Moreover, we could 
demonstrate that carbonate, a compound that accumulates in the circulation 
during metabolic acidosis, makes meningococci more susceptible 
to CRAMP. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Sexually transmitted human papillomaviruses (HPVs) are the primary 

cause of cervical cancer. Recent advances in techniques for production of 

papillomaviral vectors [known as pseudoviruses (PsVs)] have made it 

possible to perform high- throughput screens for compounds that might block 

the initial stages of papillomavirus infection. We have used 

PsVs to screen a variety of compounds that might function as inhibitors of 

HPV infection, with emphasis on human peptides previously 

implicated in innate antimicrobial immunity. Little is known about the 



possible activity of these peptides against nonenveloped viruses, such as 
HPVs. Our screen revealed that human alpha-def ensins 1-3 [known as human 
neutrophil peptides (HNPs) 1-3] and human alpha-def ensin 5 (HD-5) are 
potent antagonists of infection by both cutaneous and mucosal 
papillomavirus types. In contrast, human beta-def ensins 1 and 2 displayed 
little or no anti-HPV activity. HD-5 was particularly active against 
sexually transmitted HPV types, with 50% inhibitory doses in the high 
ng/ml range. Microscopic studies of PsV inhibition by the alpha-def ensins 
revealed that they block virion escape from endocytic vesicles but not 
virion binding or internalization. Consistent with this finding, PsVs 
remained susceptible to inhibition by alpha-def ensins for many 
hours after initial binding to cells. HNPs 1-3 and HD-5 have been 
reported to be present in the female genital tract at levels that overlap 
those that inhibit HPVs in vitro, suggesting that they could present a 
natural barrier to the sexual transmission of HPV and could serve as the 
basis of a broad-spectrum topical microbicide. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB The innate immune system is the primary defence against bacterial 

infection. Among the factors involved in innate defence, 
ant i -microbial peptides produced by humans have recently attracted 
attention due to their relevance to some diseases and also to the 
development of new chemotherapeutic agents. Staphylococcus aureus is one 
of the major human pathogens, causing a variety of infections 
from suppurative disease to food poisoning. Methicillin-resistant S. 
aureus (MRSA) is a clinical problem and with the recent emergence of a 
vancomycin-resistant strain, this will pose serious problems in the near 
future. In investigating the molecular biology of S. aureus 
infections to develop new chemotherapeutic agents against MRSA 
infections, knowledge of the interaction of innate ant i -microbial 
peptides with S. aureus is important. In vitro and in vivo experiments 
demonstrate that exposure of S. aureus to host cells can induce the 
ant i -microbial peptides beta-def ensin-2 (hBD2) , hBD3 , and LL37/CAP18. The 
induction level of these peptides differs among strains, as does the 
susceptibility of the strains, with MRSA strains exhibiting lower 
susceptibility. In summary, the susceptibility of S. 

aureus strains, including MRSA strains, to components of the innate immune 
system varies, with the MRSA strains showing more resistance to both 
innate immune factors and chemotherapeutic agents. Copyright (c) 2006 



Pathological Society of Great Britain and Ireland. Published by John 
Wiley & Sons, Ltd. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Immune defense at an interface with the external environment reflects 

the functions of physical and chemical barriers provided by epithelial and 
immune cells. Resident epithelial cells, such as keratinocytes , produce 
numerous peptides with direct antimicrobial activity but also provide a 
physical barrier against invading pathogens and signal the recruitment of 
circulating immune cells, such as neutrophils. Antimicrobial peptides 
such as cathelicidin are produced constitutively by neutrophils and are 
inducible in keratinocytes in response to infection. The 
multiplicity of antimicrobial peptides and their cellular sources has 
resulted in an incomplete understanding of the role of cathelicidin 
production by epithelial cells in cutaneous immune defense. Therefore, 
this study sought to evaluate keratinocyte antimicrobial activity and the 
potential contribution of keratinocyte cathelicidin to host protection 
against two leading human skin pathogens. Wild-type mice and those with a 
targeted deletion of the cathelicidin gene, Cnlp, were rendered 
neutropenic prior to cutaneous infection. Interestingly, 
Chip-deficient mice remained more susceptible to group A 
streptococcus infection than mice with Cnlp intact, suggesting 
the involvement of epithelial cell -derived cathelicidin in host immune 
defense. Keratinocytes were then isolated in culture and found to inhibit 
the growth of Staphylococcus aureus, an effect that was partially 
dependent on their ability to synthesize and activate cathelicidin. 
Further, lent ivirus -mediated delivery of activated human cathelicidin 
enhanced keratinocyte antimicrobial activity. Combined, these data 
illustrate the potential contribution of keratinocyte cathelicidin to the 
innate immune defense of skin against bacterial pathogens and highlight 
the need to consider epithelial antimicrobial function in the diagnosis 
and therapy of skin infection. 

L12 ANSWER 35 OF 84 SCISEARCH COPYRIGHT (c) 2007 The Thomson Corporation on 
STN 

AN 2004:975665 SCISEARCH 

GA The Genuine Article (R) Number: 865PT 

TI Host defense peptides in burns 

AU Steinstraesser L (Reprint) ; Oezdogan Y; Wang S C; Steinau H U 
CS Ruhr Univ Bochum, BG Univ Hosp Bergmannsheil , Burn Ctr, Dept Plast Surg, 
Buerkle de la Camp Pi 1, D-44789 Bochum, Germany (Reprint); Ruhr Univ 
Bochum, BG Univ Hosp Bergmannsheil, Burn Ctr, Dept Plast Surg, D-44789 



Bochum, Germany; Univ Michigan, Dept Trauma Burn Surg, Ann Arbor, MI 48109 
USA 

lars . steinstraesser@ruhr-uni-bochum.de 
CYA Germany; USA 

SO BURNS, (NOV 2004) Vol. 30, No. 7, pp. 619-627. 
ISSN: 0305-4179. 

PB ELSEVIER SCI LTD, THE BOULEVARD, LANGFORD LANE, KIDLINGTON, OXFORD 0X5 

1GB, OXON, ENGLAND. 
DT General Review; Journal 
LA English. 
REC Reference Count : 99 
ED Entered STN: 2 Dec 2004 

Last Updated on STN: 2 Dec 2 004 

♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Overuse of antibiotics and failure to apply basic infection 

control policies and procedures have contributed to the increasing 
multi-drug resistance of many nosocomial pathogens. The alarming increase 
of mult i -drug-resistant bacteria (e.g. Pseudomonas aeruginosa, 
methicilin-resistant Staphylococci, vancomycin-resistant Enterococci) 
causes infected wounds associated with high mortality and morbidity in 
burned patients and focuses attention on the need for better treatment and 
prevention of wound infections. 

The review points out and discusses some emerging alternatives to 
antibiotics used in clinical practice, with special emphasis on the role 
of the innate immune response and potential application of human host 
defense peptides in thermal injury. (C) 2004 Elsevier Ltd and ISBI. All 
rights reserved. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB The effects of cathelicidins against oral bacteria and clinically 

important oral yeasts are not known. We tested the 
susceptibilities of Actinobacillus actinomycetemcomitans , 

Fusobacterium nucleatum, Porphyromonas gingivalis, Streptococcus sanguis, 
Candida krusei, Candida tropicalis and Candida albicans to the following 
cathelicidins: FALL39, SMAP29, and CAP18. SMAP29 and CAP 18 were 
antimicrobial, whereas FALL3 9 did not exhibit antimicrobial activity. . 
Future studies are needed to determine the potential use of these 
antimicrobial peptides in prevention and treatment of oral 
infections. 
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AB Provided are peptide and peptide consensus sequences, which inhibit 

bacterial growth and/or viral growth and mimic the activity of 
LL-37, CRAMP, and/or FALL- 3 9 . The peptides are useful 
as antimicrobials, ant-inf lammatories and antiviral agents. 
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AB A method for determining the susceptibility of a subject to 

infection, which method comprises: (i) providing a sample from 
said subject; (ii) detecting any LL-37 present in 
said sample; (iii) optionally comparing the level of LL- 
37 in said sample to a control sample; and (iv) determining the 
susceptibility of said subject to infection, wherein 
no LL-37 or a low level of LL-37 
indicates that said subject is susceptible to 
infection. 
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AB There is provided, inter alia, a method for the treatment or prevention 

of an inflammatory skin condition which is characterised by colonisation 
with Staphylococcus aureus, comprising the topical administration of an 
aureolysin inhibitor. 
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IN Gallo, Richard L., San Diego, CA, UNITED STATES 

Murakami, Masamoto, Asahikawa, JAPAN 

Leung, Donald Y.M., Denver, CO, UNITED STATES 
PA The Regents of the University of California, Oakland, CA, UNITED STATES 

(U.S. corporation) 
PI US 2007037744 Al 20070215 

AI US 2004-575552 Al 20041020 (10) 

WO 2004-US34948 20041020 

20060829 PCT 371 date 
PRAI US 2003-512953P 20031021 (60) 

DT Utility 
FS APPLICATION 

LREP BUCHANAN, INGERSOLL & ROONEY LLP, P.O. BOX 14 04, ALEXANDRIA, VA, 

22313-1404, US 
CLMN Number of Claims: 26 
ECL Exemplary Claim: 1 
DRWN 22 Drawing Page(s) 
LN.CNT 2028 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided are peptide and peptide consensus sequences, which inhibit 

bacterial growth and/or viral growth and mimic the activity of 
LL-37, CRAMP, and/or FALL -39. The peptides are useful 
as antimicrobials, anti- inflammatories and ant i -viral agents. 
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TI Anti -pathogen treatments 

IN Rider, Todd H., Littleton, MA, UNITED STATES 

PI US 2007031965 Al 20070208 

AI US 2006-503416 Al 20060811 (11) 

RLI Division of Ser. No. US 2003-361208, filed on 7 Feb 2003, GRANTED, Pat. 

No. US 7125839 
PRAI US 2002-355359P 20020207 (60) 

US 2002-355022P 20020207 (60) 

US 2002-432386P 20021210 (60) 

DT Utility 
FS APPLICATION 

LREP HAMILTON, BROOK, SMITH & REYNOLDS, P.C., 530 VIRGINIA ROAD, P.O. BOX 

9133, CONCORD, MA, 01742-9133, US 
CLMN Number of Claims: 2 8 
ECL Exemplary Claim: 1 
DRWN 86 Drawing Page(s) 
LN.CNT 11787 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Chimeric molecules that contain at least one pathogen-detection domain 

and at least one effector domain, and their methods of use in preventing 
or treating a pathogen infection in a cell or organism are 
described. The pathogen-detection domain and effector domain of the 
chimeric molecules are domains not typically found in nature to be 



associated together. Agents are also described herein having at least 
one pathogen- interacting molecular structure and at least one 
effector-mediating molecular structure, the agent being one that is 
non-naturally-occurring in a cell. The methods of prevention and 
treatment described herein are effective for a broad spectrum of 
pathogens and exhibit little or no toxic side-effects. Assays for the 
detection of a pathogen, pathogen component, or product produced or 
induced by a pathogen, are also provided. 
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TI Polynucleotide encoding a novel human G-protein coupled receptor, 

HBPRBMY3 9 

IN Ramanathan, Chandra S., Ringoes, NJ, UNITED STATES 

Gopal, Shuba, Rochester, NY, UNITED STATES 
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PA Bristol-Myers Squibb Company (U.S. corporation) 
PI US 2007026448 Al 20070201 
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US 2001-333658P 20011127 (60) 
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4000, PRINCETON, NJ, 08543-4000, US 
CLMN Number of Claims: 11 
ECL Exemplary Claim: 1-19 
DRWN 11 Drawing Page(s) 
LN.CNT 14690 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding HGPRBMY3 9 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic methods 
for producing said polypeptides. The invention further relates to 
diagnostic and therapeutic methods for applying these novel HGPRBMY3 9 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides. The invention 
further relates to screening methods for identifying agonists and 
antagonists of the polynucleotides and polypeptides of the present 
invention. 

L12 ANSWER 43 OF 84 USPATFULL on STN 
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TI Anti-viral activity of cathelicidin peptides 

IN Gallo, Richard L., San Diego, CA, UNITED STATES 

Leung, Donald Y. M., Denver, CO, UNITED STATES 

Jones, James F., Decatur, GA, UNITED STATES 
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WO 2004-US6952 20040305 
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PRAI US 2003-452906P 20030306 (60) 
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LREP BUCHANAN, INGERSOLL & ROONEY LLP, P.O. BOX 1404, ALEXANDRIA, VA, 

22313-1404, US 
CLMN Number of Claims: 50 
ECL Exemplary Claim: 1 
DRWN 7 Drawing Page(s) 
LN.CNT 1609 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The disclosure provides methods and compositions useful in the treatment 

of dermatitis and viral infections. The compositions comprise 



cationic peptides of the cathelicidin family including LL- 
37, related homologues, and variants thereof. 

<> 
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TI Assay 

IN Akesson, Per, Lund, SWEDEN 

Bjorck, Lars, Lund, SWEDEN 

Sjoholm, Anders, Lund, SWEDEN 
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LREP FOLEY AND LARDNER LLP, SUITE 500, 3000 K STREET NW, WASHINGTON, DC, 

20007, US 
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ECL Exemplary Claim: 1 
DRWN 3 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method for an ant i -bacterial agent comprising: (a) providing as 
a first component protein SIC; (b) providing as a second component an 
antibacterial peptide; (c) contacting the first component with a test 
substance in the presence of the second component; and (d) determining 
the interaction or activity of the first component with the second 
component to determine thereby whether a test substance is an effective 
ant i -bacterial agent. 
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TI Novel microorganism Pediococcus pentosaceus EROM101, having immune 

enhancement, anticancer and antimicrobial activities 
IN Choi, Chang Won, Gyeonggi-do, KOREA, REPUBLIC OF 

Park, Mi Hyoun, Seoul, KOREA, REPUBLIC OF 

Hwang, Sang Ho, Seoul, KOREA, REPUBLIC OF 

Woo, Suk Gyu, Gyeonggi-do, KOREA, REPUBLIC OF 

Song, Mi Kyung, Seoul, KOREA, REPUBLIC OF 

Im, Jong Jun, Seoul, KOREA, REPUBLIC OF 

Hong, Sung Gil, Seoul, KOREA, REPUBLIC OF 

Kim, Joong Hark, Seoul, KOREA, REPUBLIC OF 

Jang, Jung Soon, Seoul, KOREA, REPUBLIC OF 

Kim, Hwa Young, Seoul, KOREA, REPUBLIC OF 
PA EROMLIFE CO . , LTD., Seoul, KOREA, REPUBLIC OF, 135-010 (non-U. S. 

corporation) 
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22313-1404, US 
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ECL Exemplary Claim: 1 
DRWN 11 Drawing Page(s) 
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AB The present invention relates to a novel Pediococcus genus microorganism 

and more particularly, Pediococcus pentosaceus EROM101 (KCCM-10517) 
originated from human intestines having immune enhancement, anticancer 
and antiviral activities and a use thereof. Due to its excellent immune 
enhancement, anticancer and antimicrobial activities by activating 
macrophages/spleen cells and inducing gut immunity, the Pediococcus 



pentosaceus EROM101 of the present invention can be effectively used for 
the production of various products such as immune enhancement agent, 
anticancer agent, antimicrobial agent, food additive, intestinal 
function-controlling agent, live bacterial agent, feed additive and 
other fermented products. 
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TI Methods and compositions for selecting cells with increased potency 

IN Centanni, John M., Madison, WI, UNITED STATES 
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DRWN 22 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to compositions for wound 

closure. More specifically, the present invention provides human skin 
equivalents engineered to express exogenous polypeptides (e.g., 
antimicrobial polypeptides and keratinocyte growth factor 2) and 
compositions and methods for making human skin equivalents engineered to 
express exogenous polypeptides. In addition, the present invention 
provides methods for treatment of wounds with human skin equivalents 
engineered to express exogenous polypeptides. 
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TI Methods for increasing cell and tissue viability 

IN Sanders, Mitchell C, West Boylston, MA, UNITED STATES 

Ellis-Busby, Diane L., Lancaster, MA, UNITED STATES 

Sebastian, Shite, Somerville, MA, UNITED STATES 
PI US 2006205646 Al 20060914 

AI US 2005-271158 Al 20051111 (11) 

RLI Continuation of Ser. No. WO 2004-US14920 , filed on 12 May 2004, PENDING 
PRAI US 2004-537814P 20040121 (60) 

US 2003-469869P 20030512 (60) 

DT Utility 
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LREP HAMILTON, BROOK, SMITH & REYNOLDS, P.C., 530 VIRGINIA ROAD, P.O.. BOX 

9133, CONCORD, MA, 01742-9133, US 
CLMN Number of Claims: 47 
ECL Exemplary Claim: 1 
DRWN 33 Drawing Page(s) 
LN.CNT 3440 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention features methods of increasing cell or tissue 

viability by administering to the cell or tissue a protective protein. 
The invention also features methods of treating a condition 
characterized by cell or tissue damage in a subject by administering to 
the subject a protective protein. Also included are chimeric proteins as 
well as methods of inhibiting proteolysis of a cationic antimicrobial 
peptide in a cell or tissue including contacting the cell or tissue with 
a protective protein, chimeric protein that includes the protective 
protein, or a biologically active fragment, variant, or derivative 
thereof. 
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TI Use of xylitol to reduce ionic strength and activate endogenous 
antimicrobials for prevention and treatment of infections 

IN Welsh, Michael J., Riverside, IA, UNITED STATES 

Zabner, Joseph, Iowa City, I A, UNITED STATES 

PA UNIVERSITY OF IOWA RESEARCH FOUNDATION, Iowa City, IA, UNITED STATES 

(U.S. corporation) 

PI US 2006189701 Al 20060824 

AI US 2006-405345 Al 20060417 (11) 

RLI Continuation of Ser. No. US 2004-766506, filed on 28 Jan 2004, PENDING 
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Pat. No. US 6716819 

PRAI US 2000-205948P 20000519 (60) 
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LREP MCKEE, VOORHEES & SEASE, P.L.C., 801 GRAND AVENUE, SUITE 3200, DES 

MOINES, IA, 50309-2721, US 
CLMN Number of Claims: 10 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page(s) 
LN.CNT 1165 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for killing infectious microbial cells by exposing the 

microbial cells to endogenous antimicrobial compounds. Activation of the 
antimicrobials is achieved by addition of low permeability, non-ionic 
osmolytes to lower ionic strength in body fluids where the 
antimicrobials have been previously suppressed by alteration of ionic 
transport (increase in salt concentration) . The method can be used to 
treat cystic fibrosis. Cystic fibrosis causes elevated salt 
concentrations in the airway surface liquid (ASL) occur due to the 
impaired chloride transport across the epithelia. Xylitol has been found 
to be an effective low permeability, non-ionic osmolyte for use in the 
present invention . 
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TI ANTIMICROBIAL AGENT 

IN KIM, Yeon Sook, Department of Oral Pathology, College of Dentistry, 
Kangnung National University, Chibyon-dong, Gangneung, Gangwon-do, 
KOREA, REPUBLIC OF 210-702 

LEE, Suk Keun, Department of Oral Pathology, College of Dentistry, 
Kangnung National University, Chibyon-dong, Gangneung, Gangwon-do, 
KOREA, REPUBLIC OF 210-702 

CHUNG, Soo II, 6839 Old Stage Rd. , Rockville, MD, UNITED STATES 
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PA CORAM BIOSCIENCE, INC., Rockville, MD, UNITED STATES (U.S. corporation) 
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AI US 2006-307316 Al 20060131 (11) 

PRAI US 2005-648815P 20050131 (60) 

DT Utility 

FS APPLICATION 
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DRWN 4 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present application discloses a therapeutic antimicrobial 

composition comprising mucocidin antimicrobial peptides or analogue or 
fragments thereof having antimicrobial activity. 
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TI Heparin-binding peptides and uses thereof 

IN San Antonio, James D . , Media, PA, UNITED STATES 

Schick, Barbara P., Merion Station, PA, UNITED STATES 

Verrecchio, Angela, Philadelphia, PA, UNITED STATES 
PA Thomas Jefferson University, Philadelpia, PA, UNITED STATES, 19107 (U.S. 
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CLMN Number of Claims: 65 
ECL Exemplary Claim: 1 
DRWN 11 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Heparin-binding peptides are provided of the formula 

R. sub. 1 (X. sub. IB .sub . IB . sub . 2X . sub . 2B . sub. 3X. sub. 3Y. sub. 1R. sub. 2) . sub.nR 
. sub . 3 , R . sub . 1 (X . sub . IB . sub . IB . sub . 2B . sub . 3X . sub . 2X . sub . 3B . sub . 4X . sub . 4 
Y . sub . 1R . sub . 2 ) . sub . nR . sub . 3 , and C (X . sub . IB . sub . IB . sub . 2B . sub . 3X . sub . 2X 
.sub.3B.sub.4X.sub.4) .sub.nC; wherein X.sub.l, X.sub.2, X.sub.3, and 
X.sub.4 are independently selected from the group consisting of 
hydropathic amino acids; B.sub.l, B.sub.2, B.sub.3, and B.sub.4 are 
independently selected from the group consisting of basic amino acids; C 
is cysteine; Y.sub.l is zero or one to ten amino acid residues, wherein . 
at least one amino acid residue is proline; n is an integer from one to 
ten; and R.sub.l, R.sub.2, and R.sub.3 are independently selected 
segments containing from zero to twenty amino acid residues, provided, 
at least one of the segments R.sub.l, R.sub.2, and R.sub.3 comprises at 
least one hydrophobic amino acid residue. The peptide 

C (X . sub . IB . sub . IB . sub . 2B . sub . 3X . sub . 2X . sub . 3B . sub . 4X . sub . 4 ) . sub . nC is 
optionally cyclized via a disulfide bond formed between cysteine 
residues. The peptides are administered to reduce plasma LMWH and 
heparin levels and to reduce the anticoagulant effects of heparin and 
LMWH. The peptides are also administered to inhibit microbial growth and 
to inhibit mast cell serine proteases involved in various diseases and 
disorders. The peptides are also administered as carriers to deliver 
active agents. 
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TI Biocides 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The present invention relates to the use of biocide (e.g., bactericidal 
enzyme) to target pathogens. In particular, the present invention 
provides biocides for use in health care (e.g., human and veterinary), 
agriculture (e.g., animal and plant production), and food processing 
(e.g., water purification). 
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Alpha helical peptides with broad spectrum antimicrobial activity that 
are insensitive to salt 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the use of antimicrobial peptides in 

the inhibition of microbial growth and proliferation. Novel 
antimicrobial truncated peptides are disclosed which are based upon SMAP 
29 and RCAP 18, but which contain a lesser number of amino acid residues 
yet still retain bactericidal activity. In addition, synthetic peptides 
based upon the SMAP 2 9 protein are disclosed which have fewer amino acid 
residues and include substitutions yet retain substantial activity. The 
invention also relates to a method of inhibiting microbial growth by 
administering an effective amount of a peptide in accordance with the 
invention, or by combining the peptides with other antimicrobial agents 
or antibiotics. 
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TI Method for screening for an antimicrobial polypeptide 
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LREP NOVOZYMES NORTH AMERICA, INC., 500 FIFTH AVENUE, SUITE 1600, NEW YORK, 

NY, 10110, US 
CLMN Number of Claims: 21 
ECL Exemplary Claim: 1 
DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a method for screening polynucleotide 
sequences encoding antimicrobial polypeptides and methods for testing 
the antimicrobial activity of an antimicrobial polypeptide. 
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TI Polynucleotide encoding a novel human G-protein coupled receptor, 

HGPRBMY3 9 

IN Ramanathan, Chandra S., Wallingford, CT, UNITED STATES 
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Feder, John N. , Belle Mead, NJ, UNITED STATES 
PI US 2006084140 Al 20060420 

AI US 2002-237813 Al 20020906 (10) 

PRAI US 2001-317793P 20010907 (60) 

US 2001-333658P 20011127 (60) 

DT Utility 
FS APPLICATION 

LREP LOUIS J. WILLE, BRISTOL-MYERS SQUIBB COMPANY, PATENT DEPARTMENT, P 0 BOX 

4000, PRINCETON, NJ, 08543-4000, US 
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ECL Exemplary Claim: 1-19 
DRWN 11 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding HGPRBMY3 9 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic methods 
for producing said polypeptides. The invention further relates to 
diagnostic and therapeutic methods for applying these novel HGPRBMY3 9 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides. The invention 
further relates to screening methods for identifying agonists and 
antagonists of the polynucleotides and polypeptides of the present 
invention. 
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TI Tryptophan as a functional replacement for adp-ribose-arginine in 

recombinant proteins 
IN Moss, Joel, Bethesda, MD, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method is disclosed for producing a polypeptide with a modified 

activity or stability, by replacing an arginine residue capable of being 
ADP-ribosylated with a tryptophan or a phenylalanine. In one embodiment, 
compositions are provided that include polypeptides, such as alpha 
defensin, with arginine -to- tryptophan or arginine-to-phenylalanine 
substitutions, where the arginine residue is capable of being 
ADP-ribosylated. In another embodiment, methods are disclosed for 
modifying an immune response in a subject. 
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TI D-isomers of antimicrobial peptide 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides D-isomers of MUC7-12-mer peptide of human saliva 

MUC7. The isomers have antimicrobial activity comparable to that of the 
L-isomers and are resistant to proteolysis. These peptides can be used 
as antifungal and antimicrobial agents. 
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TI Enzymatic activities in chemokine -mediated inflammation 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Truncated chemokines lacking an N-terminal region that activate CCR1 

and/or FPRL1 and compositions containing the truncated chemokines are 
provided. Methods of identifying agents that modulate CCR1 and/or FPRL1 
activity either by modulating the production of the truncated chemokines 
or the ability of the truncated chemokines to activate CCR1 and/or FPRL1 
are also disclosed. Methods using the truncated chemokines to inhibit or 
activate CCR1 and/or FPRL1 mediated biological activities are also 
disclosed. 
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TI Chemically modified oligonucleotides 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates composition and methods for making and using 

chemically modified oligonucleotides agents for inhibiting gene 
expression. 
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IN Dale -Crunk, Beverly A. , Ellensburg, WA, UNITED STATES 

Kimball, Janet R. , Seattle, WA, UNITED STATES 

Tao, Renchuan, Guangxi, CHINA 
PI US 2006057654 Al 20060316 

AI US 2005-214474 Al 20050829 (11) 

PRAI US 2004-610579P 20040916 (60) 

DT Utility 
FS APPLICATION 
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CLMN Number of Claims : 15 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 597 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides methods for determining whether a human 

being is susceptible to dental caries . The methods each 
include the steps of measuring the amount of ot-defensins HNP 1, 
HNP 2 and HNP 3 in saliva obtained from a human being, and determining 
whether a reduced amount of the a-defensins HNP 1, HNP 2 and HNP 3 
is present in the saliva, thereby determining whether the human being is 
susceptible to dental caries. 
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TI IRNA agents with biocleavable tethers 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to iRNA agents, which preferably include a monomer 
in which the ribose moiety has been replaced by a moiety other than 
ribose that further includes a tether having one or more linking groups, 
in which at least one of the linking groups is a cleavable linking 
group. The tether in turn can be connected to a selected moiety, e.g., a 
ligand, e.g., a targeting or delivery moiety, or a moiety which alters a 
physical property. The cleavable linking group is one which is 
sufficiently stable outside the cell such that it allows targeting of a 
therapeutically beneficial amount of an iRNA agent (e.g., a single 
stranded or double stranded iRNA agent), coupled by way of the cleavable 
linking group to a targeting agent- -to targets cells, but which upon 
entry into a target cell is cleaved to release the iRNA agent from the 
targeting agent. The inclusion of such a monomer can allow for 
modulation of a property of the iRNA agent into which it is 
incorporated, e.g., by using the non-ribose moiety as a point to which a 
ligand or other entity, e.g., a lipophilic moiety, e.g., cholesterol, is 
is directly, or indirectly, tethered. The invention also relates to 
methods of making and using such modified iRNA agents. 
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TI Compositions and methods of use of W-peptides 

IN Premack, Brett, San Francisco, CA, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions and methods to modulating 

immune responses, such as those elicited by vaccination with W peptides. 
The compositions and methods are useful for, among other things, vaccine 
formulation for therapeutic and prophylactic vaccination (immunization) 
and for production of useful antibodies (e.g., monoclonal antibodies, 
for therapeutic or diagnostic use) . 
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TI Family of cystatin-related chemoattractant proteins 
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LREP BOZICEVIC, FIELD & FRANCIS LLP, 1900 UNIVERSITY AVENUE, SUITE 200, EAST 

PALO ALTO, CA, 94303, US 
CLMN Number of Claims: 2 8 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page(s) 
LN.CNT 2317 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods are provided to modulate the trafficking of leukocytes through 

interactions with one or more of a class of chemoattractant proteins 
having a cystatin-like structure. Exemplary of proteins in this class is 
chemerin, which interacts with the receptor CMKLR1. The chemoattractant 
polypeptide, or agonists of the chemoattractant receptor, act to 
concentrate responding leukocytes at a site of interest. Agonists and 
antagonists of the chemoattractant modulate immune responsiveness. 
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TI Methods and compositions related to plunc polypeptides 
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78701, US 
CLMN Number of Claims: 2 8 
ECL Exemplary Claim: 1 
DRWN 16 Drawing Page(s) 
LN.CNT 3028 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns compositions and methods related to the 

use of peptides and polypeptides corresponding to all or part of the 
SPLUNC1 and LPLUNC1 proteins. Particular aspects of the invnetion 
include the use of SPLUNC1 and LPLUNC1 peptides and polypeptides as 
antimicrobials, anti- inflammatory, and immune modulatory agents. 
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TI Method of treating neurodegenerative disease 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Aspects featured in the invention relate to compositions and methods for 



inhibiting alpha- synuclein (SNCA) gene expression, such as for the 
treatment of neurodegenerative disorders. An anti-SNCA agent featured 
herein that targets the SNCA gene can have been modified to alter 
distribution in favor of neural cells. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Therapeutic sRNA agents and methods of making and using are enclosed. 
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TI Novel microorganism Pediococcus pentosaceus EROM101, having immune 

enhancement, anticancer and antimicrobial activities 
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AB The present invention relates to a novel Pediococcus genus microorganism 
and more particularly, Pediococcus pentosaceus EROM101 (KCCM-10517) 
originated from human intestines having immune enhancement, anticancer 



and antiviral activities and a use thereof. Due to its excellent immune 
enhancement, anticancer and antimicrobial activities by activating 
macrophages/ spleen cells and inducing gut immunity, the Pediococcus 
pentosaceus EROM101 of the present invention can be effectively used for 
the production of various products such as immune enhancement agent, 
anticancer agent, antimicrobial agent, food additive, intestinal 
function-controlling agent, live bacterial agent, feed additive and 
other fermented products. 
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TI Protein 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A polypeptide isolated from S. pyogenes is described, having IgG 
cysteine protease activity. The protease is designated IdeS, 
Immunoglobulin G-degrading enzyme of S. pyogenes. A polypeptide 
comprises SEQ ID NO: 1 and variants and fragments thereof having IgG 
cysteine protease activity or the ability to generate an immune response 
against S. pyogenes in an individual. Polynucleotides encoding these 
polypeptides and the polypeptides may be used in generating an immune 
response in an individual. IdeS protease inhibitors may be used in the 
treatment of S. pyogenes infection. 
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TI Modified iRNA agents 
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LREP FISH & RICHARDSON PC, 225 FRANKLIN ST, BOSTON, MA, 02110, US 
CLMN Number of Claims: 89 
ECL Exemplary Claim: 1 
DRWN 2 8 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to iRNA agents, which preferably include a monomer 
in which the ribose moiety has been replaced by a moiety other than 
ribose. The inclusion of such a monomer can allow for modulation of a 
property of the iRNA agent into which it is incorporated, e.g., by using 
the non-ribose moiety as a point to which a ligand or other entity, 
e.g., a lipophilic moiety, e.g., cholesterol, is is directly, or 
indirectly, tethered. The invention also relates to methods of making 
and using such modified iRNA agents. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to compositions for wound 

closure. More specifically, the present invention provides human skin 
equivalents engineered to express exogenous polypeptides (e.g., 
antimicrobial polypeptides and keratinocyte growth factor 2) and 
compositions and methods for making human skin equivalents engineered to 
express exogenous polypeptides. In addition, the present invention 
provides methods for treatment of wounds with human skin equivalents 
engineered to express exogenous polypeptides. 
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TI Microorganisms and cells for diagnosis and therapy of tumors 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Described are diagnostic and pharmaceutical compositions comprising a 
microorganism or cell containing a DNA sequence encoding a detectable 
protein or a protein capable of inducing a detectable signal, e.g. a 
luminescent or fluorescent protein, and, in a particular embodiment, 
furthermore (a) DNA sequence (s) encoding (a) protein(s) suitable for 
tumor therapy and/or elimination of metastatic tumors, e.g. a cytotoxic 
or cytostatic protein. 

LI 2 ANSWER 71 OF 84 USPATFULL on STN 
AN 2 004:313935 USPATFULL 

TI Wall teichoic acid as a target for anti -staphylococcal therapies and 
vaccines 
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DRWN 10 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides vaccines comprising staphylococcal wall teichoic 

acid (WTA) ; vaccines comprising antibodies that specifically bind WTA; 
staphylococcal organisms deficient in WTA; and methods of treating 
patients suspected of having a staphylococcal infection. 
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TI Antimircobial peptide and methods of use thereof 

IN Leung, Kai P., Libertyville , IL, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of preventing biofilm formation in an environment including the 
steps of administering to the environment an effective amount of a 
peptide having the amino acid sequence NH . sub . 2 -lys-lys-val-val-phe-lys- 
val - ly s -phe - ly s - CONH . sub . 2 . The method is useful in preventing the 
formation of biofilms in various environments including a home, 
workplace, laboratory, industrial environment, aquatic environment, 
animal body or human body. A method of inhibiting the growth of oral 
microorganisms including the steps of administering to an oral 
environment an effective amount of a peptide having the amino acid 
sequence NH . sub . 2 - lys - lys - val -val -phe - lys - val - lys -phe - lys - CONH . sub . 2 . 
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TI Use of xylitol to reduce ionic strength and activate endogenous 
antimicrobials for prevention and treatment of infections 
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DRWN 6 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for killing infectious microbial cells by exposing the 

microbial cells to endogenous antimicrobial compounds. Activation of the 
antimicrobials is achieved by addition of low permeability, non-ionic 
osmolytes to lower ionic strength in body fluids where the 
antimicrobials have been previously suppressed by alteration of ionic 
transport (increase in salt concentration) . The method can be used to 
treat cystic fibrosis. Cystic fibrosis causes elevated salt 
concentrations in the airway surface liquid (ASL) occur due to the 
impaired chloride transport across the epithelia. Xylitol has been found 
to be an effective low permeability, non-ionic osmolyte for use in the 
present invention. 
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TI Effectors of innate immunity determination 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of identifying a polynucleotide or pattern of polynucleotides 
regulated by one or more sepsis or inflammatory inducing agents and 
inhibited by a peptide is described. A method of identifying a pattern 
of polynucleotide expression for inhibition of an inflammatory or septic 
response. The method includes contacting cells with LPS, LTA, CpG DNA 
and/or intact microbe or microbial components in the presence or absence 
of a cationic peptide; detecting a pattern of polynucleotide expression 
for the cells in the presence and absence of the peptide, wherein the 
pattern in the presence of the peptide represents inhibition of an 



inflammatory or septic response. Also included are compounds and agents 
identified by the methods of the invention. In another aspect, the 
invention provides methods and compounds for enhancing innate immunity 
in a subject. 

L12 ANSWER 75 OF 84 USPATFULL on STN 
AN 2004:220875 USPATFULL 

TI Vaccine which comprises at least one antigen and a cathelididin derived 

antimicrobial peptide of a derivative thereof 
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DRWN 10 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Described is a vaccine which comprises at least one antigen and at least 
one cathelicidin derived antimicrobial peptide or a derivative thereof 
as well as the use of a cathelicidin derived antimicrobial peptide or a 
derivative thereof for the preparation of an adjuvant for enhancing the 
immune response to at least one antigen. 
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TI Antimicrobial agent 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of identifying an agent that enhances the ant i -microbial 

activity of cationic anti -microbial peptides by blocking the inhibitory 
effects of the proteinase/glycosaminoglycan pathway, which method 
comprises: (i) providing, as a first component, a cationic 
anti-microbial peptide; (ii) providing, as a second component, bacteria; 
(iii) providing, as a third component, part of all of the components of 
a proteinase/glycosaminoglycan pathway such that the third component 
reduces the antimicrobial effect of the first component, for example, a 
glycosaminoglycan or bacteria or bacteria and a proteoglycan or a 
bacterial proteinase or a bacterial proteinase and a proteoglycan; (iv) 
contacting the first, second and third components with a test agent 
under conditions that would permit the killing of the bacteria by the 



antimicrobial agent in the absence of the third component, and that 
would permit the inhibition of the ant i -microbial activity of the first 
component by the third component in the absence of the test agent; (v) 
monitoring the survival of the bacterial culture thereby determining 
whether the test agent is capable of enhancing ant i -microbial activity 
wherein a test agent capable of enhancing ant i -microbial activity 
promotes killing of the bacterial culture. Agents identified by such a 
method are useful in the therapy of acute and chronic infections 
, particularly in the treatment of ulcers and in the promotion of wound 
healing. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process is described for producing surrogate antibody molecules that 

mimic the structure, stability, and binding characteristics of a natural 
antibody. Surrogate antibody structure, composition of surrogate 
antibody libraries, methods of surrogate antibody preparation, and 
surrogate antibody applications are disclosed. Also disclosed are 
methods of surrogate antibody structural stabilization and resistance to 
nucleases. The surrogate antibodies comprise a specificity strand and a 
stabilization strand. The specificity strand comprises a nucleic acid 
sequence having a specificity region flanked by a first constant region 
and a second constant region. The stabilization strand comprises a first 
stabilization region that interacts with the first constant region and a 
second stabilization region that interacts with the second constant 
region. In further embodiments, the stabilization strand and the 
specificity strand comprise distinct molecules. In other embodiments, 
the surrogate antibody molecules may comprise polyoligonucleotides that 
have at least one nucleotide sequence that forms a loop with specific 
ligand-binding properties. Surrogate antibody libraries containing a 
large population of random binding molecules are pre-assembled and used 
in a process that captures and amplifies those molecules having 
prerequisite binding characteristics. The amplified surrogate antibody 
molecule produced by the process has identical structure and binding 
characteristics to the parent molecule captured from the initially 
assembled library. Surrogate antibody molecules contain binding loop(s) 
that are formed and stabilized by the hybridization of at least two 
adjacent and juxtaposed strands, one strand having a greater number of 
nucleotides than the other. The preparation of a polyclonal surrogate 
antibody reagent proceeds through phases of capture/enrichment and 
amplification, specificity enhancement, and affinity enhancement. 
Depending upon the intended application, polyclonal surrogate antibody 
reagents can be processed to monoclonality . These molecules expand upon 
the binding characteristics of natural immunoglobulins, and do not 
require animals, animal facilities, cell culture or the stimulation of 
an immune response, in their development. They can be used as an 
effective replacement for natural antibody molecules, and therefore can 
be used in testing methods like immunoassay, as therapeutic agents, for 
specific labeling, and for research purposes. Targets ligands compatible 



with the development of surrogate antibodies include compounds, 
organisms, and cells that when complexed to a surrogate antibody in 
solution attain characteristics that can be physically or chemically 
differentiated from uncomplexed surrogate antibody. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Chimeric molecules that contain at least one pathogen-detection domain 

and at least one effector domain, and their methods of use in preventing 
or treating a pathogen infection in a cell or organism are 
described. The pathogen-detection domain and effector domain of the 
chimeric molecules are domains not typically found in nature to be 
associated together. Agents are also described herein having at least 
one pathogen- interacting molecular structure and at least one 
effector-mediating molecular structure, the agent being one that is 
non-naturally-occurring in a cell. The methods of prevention and 
treatment described herein are effective for a broad spectrum of 
pathogens and exhibit little or no toxic side-effects. Assays for the 
detection of a pathogen, pathogen component, or product produced or 
induced by a pathogen, are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of identifying a polynucleotide or pattern of polynucleotides 
regulated by one or more sepsis or inflammatory inducing agents and 
inhibited by a peptide is described. A method of identifying a pattern 
of polynucleotide expression for inhibition of an inflammatory or septic 
response. The method includes contacting cells with LPS, LTA, CpG DNA 



and/or intact microbe or microbial components in the presence or absence 
of a cationic peptide; detecting a pattern of polynucleotide expression 
for the cells in the presence and absence of the peptide, wherein the 
pattern in the presence of the peptide represents inhibition of an 
inflammatory or septic response. Also included are compounds and agents 
identified by the methods of the invention. In another aspect, the 
invention provides methods and compounds for enhancing innate immunity 
in a subject. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. ' 
• AB The invention is directed to peptides having antimicrobial activity 

(antimicrobial peptides) . The antimicrobial peptides of the present 
invention are analogs of the Lentivirus Lytic Peptide 1 (LLP1) amino 
acid sequence. The invention is further directed to peptides referred to 
as the Lytic Base Unit (LBU) peptides derived from the LLP1 analogs, 
also having antimicrobial activity. In addition, the present invention 
is also directed to methods of using the peptides in a variety of 
contexts, including the treatment or prevention of infectious diseases. 
The antimicrobial LLP1 analog peptides and the LBU peptides 

(collectively eLLPs) may be highly active under high salt conditions and 
in biologic fluids. In addition, the eLLPs are effective when presented 
either in soluble form, or when attached to a solid surface. 
Furthermore, the peptides of the present invention are selectively 
active against a wide variety of bacterial pathogens and exhibit minimal 
toxicity to eukaryotic cells in vitro and in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to peptides having antimicrobial activity 

(antimicrobial peptides) . The antimicrobial peptides of the present 
invention are analogs of the Lentivirus Lytic Peptide 1 (LLP1) amino 
acid sequence. The invention is further directed to peptides referred to 



as the Lytic Base Unit (LBU) peptides derived from the LLP1 analogs, 
also having antimicrobial activity. In addition, the present invention 
is also directed to methods of using the peptides in a variety of 
contexts, including the treatment or prevention of infectious diseases. 
The antimicrobial LLP1 analog peptides and the LBU peptides 
(collectively eLLPs) may be highly active under high salt conditions and 
in biologic fluids. In addition, the eLLPs are effective when presented 
either in soluble form, or when attached to a solid surface. 
Furthermore, the peptides of the present invention are selectively 
active against a wide variety of bacterial pathogens and exhibit minimal 
toxicity to eukaryotic cells in vitro and in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to peptides having antimicrobial activity 

(antimicrobial peptides) . The antimicrobial peptides of the present 
invention are analogs of the Lentivirus Lytic Peptide 1 (LLP1) amino 
acid sequence. The invention is further directed to peptides referred to 
as the Lytic Base Unit (LBU) peptides derived from the LLP1 analogs, 
also having antimicrobial activity. In addition, the present invention 
is also directed to methods of using the peptides in a variety of 
contexts, including the treatment or prevention of infectious diseases. 
The antimicrobial LLP1 analog peptides and the LBU peptides 
(collectively eLLPs) may be highly active under high salt conditions and 
in biologic fluids. In addition, the eLLPs are effective when presented 
either in soluble form, or when attached to a solid surface. 
Furthermore, the peptides of the present invention are selectively 
active against a wide variety of bacterial pathogens and exhibit minimal 
toxicity to eukaryotic cells in vitro and in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB Novispirin peptides are antimicrobial agents with potent activity 

against Gram-negative bacteria. The peptides are nonhemolytic, exhibit 
reduced in vitro cytotoxicity relative to other antimicrobial peptides, 
and were well-tblerated in vivo after intravenous injection. Novispirins 
also bind lipopolysaccharide (LPS) , a property that may mitigate 
symptoms associated with Gram-negative bacterial infection. A 
pharmaceutical composition comprising novispirin as an active agent is 
administered to a patient suffering from or predisposed to a microbial 
infection, particularly Gram-negative bacterial 
infections. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for killing infectious microbial cells by exposing the 

microbial cells to endogenous antimicrobial compounds. Activation of the 
antimicrobials is achieved by addition of low permeability, non- ionic 
osmolytes to lower ionic strength in body fluids where the 
antimicrobials have been previously suppressed by alteration of ionic 
transport (increase in salt concentration) . The method can be used to 
treat cystic fibrosis. Cystic fibrosis causes elevated salt 
concentrations in the airway surface liquid (ASL) occur due to the 
impaired chloride transport across the epithelia. Xylitol has been found 
to be an effective low permeability, non-ionic osmolyte for use in the 
present invention. 



